Streptomyces capreolus produces capreomycins IA, IB, IIA, and IIB1}. These compounds are antitubercular antibiotics with activity against Gram-positive and Gram-negative bacteria2). Capreomycins of the I class have a /Mysine side chain while compounds of the II class lack this moiety (Fig. 1) . The A capreomycins have a hydroxyl at R1 from serine incorporation into the ring, whereas, the B capreomycins have a hydrogen at this position from alanine incorporation1}. Through mutation and alteration of key mediumcomponents, selective production of each of the four componentswas achieved.
The strains isolated for selective capreomycin production are described in Table 1 . These strains were fermented in defined media as follows: agar plugs of cultures were inoculated into 6ml S-l medium (1.5% dextrose, 0.5% Difco Bacto Tryptone, 0.25% Difco Yeast Extract, 0.3% MgSO4 -7H20, 0.0001% Fe2(SO4)3, and 0.0025% CaCl2, pH adjusted to 7.0) in 1 x 6" culture tubes with metal caps containing 2 glass beads (5mm), Na2HPO4, pH adjusted to 7.0) in 1 x6" culture tubes with metal caps. Where indicated, L-serine or L-alanine was added to defined medium as a filter-sterilized, pH 7 stock solution. Tubes were incubated at 29°C, 225 rpm, at an approximately 4°angle for a total of 5 days.
Mutants were selected by. screening in a complex medium as described in the Experimental section. Using this method, S. capreolus CAP8-6 was selected for its ability to produce the II class of capreomycins preferentially. Whenthis strain was fermented in a defined mediumwith or without supplemental L-alanine, capreomycin IIB was predominantly produced (Table 2) . However, when L-serine was added to the fermentation, capreomycin IIA was the primary product.
S. capreolus CAP47-38 was chosen for its ability to produce capreomycin IA selectively. Whenthis mutant was fermented in FlOa production medium, it consistently produced a capreomycin IA to IB ratio of 28 to1.
S. capreolus CAP7-75 was chosen for its ability to produce capreomycin IB preferentially (Table 3) . When L-alanine was added to the defined medium, the IB to IA ratio was increased to 4 to 1. Adding L-serine to this mediumshifted the ratio such that capreomycin IA was the predominant component.
We have demonstrated the capacity to produce Samples were mixed and centrifuged at 1273^for 20 minutes for HPLCanalysis.
(Note: All media were prepared in distilled water.)
HPLC Analysis
Chromatography was carried out using a Thermo Separation Products pump (cM4000) and detector (sM3100). 20fil samples were injected onto a Mono S HR 5/5 column at 30°C, eluted at a flow rate of 1.2ml/minute, and monitored at 270nm.
